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Hepatocellular carcinoma with colonic metastasis
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ABSTRACT Hepatocellular carcinoma with colonic metastasis is rare. It mainly occurs by direct invasion and presents
with bloody stools. We describe a patient with haematogenous metastasis to the rectum who presented with tenesmus.
To our knowledge, such an association has not been reported previously. Colonic metastasis should be considered when
patients with hepatocellular carcinoma present with bloody stools or tenesmus.
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INTRODUCTION

Hepatocellular carcinoma (HCC) is one of the most common
malignant tumours in the world. More than 500,000 people are
diagnosed with HCC each year, and the disease is responsible for
250,000 deaths annually.” Extrahepatic metastasis to the colon
is rare and usually presents with bloody stools. In this study, we
report the case of a patient with HCC who was previously known to
have metastases to the adrenal gland and brain. He presented with
tenesmus and was found to have two synchronous polyps in the
ascending colon, near the caecum and rectum, on colonoscopy.
To our knowledge, this is the first report of such an association
between extrahepatic metastasis of HCC to the colon and tenesmus.

CASE REPORT

A 62-year-old man with a history of chronic hepatitis B since
childhood was diagnosed with HCC (stage | cTTNOMO) in
April 2009 while undergoing left lateral lobectomy. During the
following several months, recurrence was observed at segments
6 and 7, and the patient received radiofrequency ablation (RFA),
percutaneous ethanol injection (PEI) and CyberKnife stereotactic
radiosurgery. In October 2010, bilateral adrenal metastasis was
noted, and transarterial chemoembolisation (TACE), thalidomide
therapy and CyberKnife stereotactic radiosurgery were performed.
However, direct invasion of the inferior vena cava by the right
adrenal metastasis was observed in June 2011. In February 2012,
cerebellum metastasis was detected, and the patient underwent
CyberKnife stereotactic radiosurgery again. In June 2012, he
visited our outpatient clinic reporting tenesmus lasting for several
days. A colonoscopy revealed a single polyp, 0.3 cm in size, at the
ascending colon near the caecum, and another polyp, 1.0 cm in
size, at the rectum (Fig. 1). Polypectomy was performed for both
sites and histopathological evaluation confirmed metastatic HCC
(Fig. 2). However, the patient died due to aspiration pneumonia
in July 2012 while further treatment was being planned.

DISCUSSION

The prevalence of extrahepatic metastasis in HCC patients
has been reported to range between 13.5% and 42% in a

Fig. 1 Colonoscopic image shows an adenoma polyp, 1.0 cm in size, over the
rectum.

Fig. 2 Photomicrograph shows tumour cells positive for arginase (Arginase, x 400).

previous study.? According to the literature,*> the most
common site of extrahepatic metastasis is the lung, followed
by lymph nodes,** bone®* and adrenal gland.?* There are
three known routes of extrahepatic metastasis from HCC:
haematogenous (56%), lymphogenous (26.7%) and direct
invasion (21.8%).%
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Table I. Summary of patients with colonic metastasis from hepatocellular carcinoma reported in the literature.

Study (year) Symptom Colonic Cirrhosis Aetiology Previous Surgery Survival Presumed Interval*
site TAE or TACE period mode of (mths)
(mths) metastasis
Hashimoto et al®) Melaena Transverse + HCV + + >4 Direct invasion 63
(1996)
Cosenza et al® Bloody stool Ascending + HCV = + >25  Haematogenous 47
(1999)
Lin et al® Bloody stool NA + HCV + NA 1.2 Direct invasion 6.8
(2000) Epigastric pain NA + HBV = NA 1.2 Direct invasion Simultaneous
and stool occult
blood positive
Bloody stool NA + = NA 4 Direct invasion Simultaneous
Tapuria et al® Melaena Ascending + Autoimmune = + >1 Haematogenous NA
(2007)
Hirashita et al® Epigastralgia Transverse NA HCV + + 6 Direct invasion 18
(2008)
Melaena Ascending + HCV + + 1 Direct invasion 31
Ng et al®? Bloody stool Ascending + HBV - + >60 Haematogenous 6
(2007)
Nozaki et al*¥ Bloody stool Ascending NA = = <1 NA 24
(2008)
Present study Tenesmus Ascending = HBV + = 1 Haematogenous 38
(2013) and rectum

*Time interval between the diagnosis of hepatocellular carcinoma and the diagnosis of colonic metastasis.
—: negative; +: positive; HBV: hepatitis B virus; HCV: hepatitis C virus; NA: not available; TACE: transarterial chemoembolisation; TAE: transarterial embolisation

Metastasis to the gastrointestinal (GI) tract is rare. lIts
reported incidence among clinical patients with HCC ranges
from 0.5% to 4.4%,“® while that among autopsy cases is
4%.%79 The most often affected sites of metastasis in the Gl
tract are the duodenum and stomach.”® Invasion of the colon
is rare.” Metastasis to the Gl tract mainly occurs by direct
invasion”® and less commonly by the haematogenous route.”?

Vascular invasion such as portal vein thrombosis may be a
key point of haematogenous spread.” The presence of tumour
thrombosis in the portal vein may cause a reversal of flow,
which possibly serves as the mechanism of haematogenous
metastasis of HCC to the Gl tract.” Transarterial embolisation
(TAE) and TACE may also induce elevation of portal venous
pressure and backward flow of tumour emboli,"” and as a
result, HCC may invade the adjacent organs, such as the colon,
or other parts of the Gl tract. Haematogenous metastasis is not
related to elevated alpha-fetoprotein, but may be associated
with vascular invasion such as portal vein or inferior vena
cava invasion.”?

Bloody stool is the most frequent symptom of colonic
metastasis."” The treatment of HCC depends on the tumour
stage. Primary HCC or intrahepatic metastasis can be treated
using curative resection, RFA, PEI, TAE and TACE. In spite of
the improvements in medical treatment, most HCC patients
are diagnosed at advanced stages, and therefore, it becomes
impossible to conduct curative resection due to poor prognosis.
When intrahepatic lesions are well controlled and in good
hepatic reserve, symptomatic or life-threatening metastasis
should be treated.*® RFA is technically difficult because
of its high risk of perforation,"” and TAE and TACE are not

effective in treating HCC with Gl tract metastasis."” Surgical
resection may be the most effective treatment option for Gl
tract metastasis of HCC.

According to Fujii et al, the median survival time of patients
with Gl tract invasion treated using surgical resection is longer
than those who receive nonsurgical and supportive treatment.!'?
The median survival time of patients following the diagnosis of
extrahepatic metastasis was reported to be 4.9-8.1 months.?3%
Hirashita et al, in a recent case series, reported that the
median survival of HCC patients with colonic metastasis was
only 2.5 months."" Predictors for poor prognosis included
performance status and intrahepatic lesion controllability.®>
Patients with extrahepatic metastases generally have more
advanced intrahepatic tumours or vessel invasion when first
diagnosed with HCC.® Studies suggest that mortality in patients
with extrahepatic metastasis is not directly associated with
the metastasis itself;*? its major cause may be related to the
progression of the intrahepatic lesion.

A search of the MEDLINE database for the English language
literature showed that in recent years, ten patients had been
reported to have colonic metastasis from HCC (Table [).7-1113-10
A major symptom was bloody stool. The most frequent sites
of metastasis were the ascending and transverse colons,
suggesting that most HCC colonic metastases would directly
invade the adjacent colon. Our patient was presumed to have
haematogenous metastasis, probably via inferior vena cava
invasion, as the metastatic sites were far from the liver. Six patients
had direct invasion and four patients, including our patient,
were reported to have haematogenous spread. For one patient,
the mode of metastasis was not known. Except for our patient,
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the other patients with haematogenous metastasis had cirrhosis,
indicating that portal hypertension may be a risk factor for the
haematogenous metastasis of HCC to the colon or other parts of
the Gl tract. Most patients who underwent TAE or TACE showed
evidence of metastasis by direct invasion. Among reported
patients, those who underwent surgery for colonic metastatic
lesions had longer survival times.

In conclusion, HCC with extrahepatic metastasis at an
advanced stage is common, but colonic metastasis is rare and is
mainly caused via direct invasion. Haematogenous metastasis of
HCC to the Gl tract may be related to vascular invasion or portal
hypertension, and these patients mostly present with bloody
stools. To our knowledge, this is the first report of a patient
with colonic metastasis of HCC to the rectum presenting with
tenesmus. Colonic metastasis should therefore be considered for
patients with hepatocellular carcinoma who present with bloody
stools or tenesmus.
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